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AB A live attenuated derivative of a pathogenic bacterium intended for use as 

vaccine . 
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AB Attenuated Salmonella for use as live vaccines against Salmonella and other 
Gram-neg. bacteria are prepared The organisms are incapable of manufacturing the 
lipopolysaccharide involved in pathogenesis because of mutation in several genes 
involved in the synthesis of, or regulation of synthesis of, the 

lipopolysaccharide. Other genes involved in the regulation of pathogenesis-related 
genes are also inactivated. A S. typhimurium with the crp and cya genes deleted 
was prepared by transposon mutagenesis with TnlO. S. typhimurium carrying both 
deletions had an LD50 of >109 colony-forming units (CFU) in Leghorn chicks, vs . 2 + 
104 - 2 + 105 for wild-types. Similar deletions of the phoP, fur, pmi, and galE 
genes were constructed. Some of the constructs prepared were found to confer 
cross-resistance to S. enteriditis and pathogenic Escherichia coli. 
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teriae serotype 1 (S. dysenteriae 1) causes severe shigellosis 
typically associated with high mortality. Antibodies against Shigell 
serotype-specif ic O-polysaccharide (O-Ps) have been shown to be host 
protective. In this study, the rfb locus and the rfp gene with their cognate 

^ vs i-lions were PCR- amplified from S. dysenteriae 1, cloned, and 
sequenced. Deletion analysis showed that eight rfb ORFs plus rfp are 
necessary for biosynthesis of this O-Ps . A tandemly-linked rfb-rfp gene 
cassette was cloned into low copy plasmid pGB2 to create pSdl . Avirulent 
Salmonella enterica serovar Typhi (S. Typhi) Ty21a harboring pSdl synthesize 
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S. Typhi 9, 12 .LPS as well as typical core-linked S. dysenteriae 1 LPS. 
Animal iHBftunization studies showed that Ty21a (pSdl) induces protective 
immunity against high stringency challenge with virulent S. dysenteriae 1 
strain 1617. These data further demonstrate the utility of S. Typhi Ty21a as 
a live, bacterial vaccine delivery system for heterologous O- antigens, 
supporting the promise of a bifunctional oral vaccine for prevention of 
shigellosis and typhoid fever. 
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AB Mutants of Salmonella enterica serovar Typhimurium that lack the 
transcriptional reg bos RfaH are efficient as live oral vaccines against 
salmonellosis in mice. The authors show that the attenuation of the vaccine 
candidate strain is associated with reduced net growth in epithelial and macrophage 
cells. To identify the relevant Rf aH-dependent genes, the RfaH regulon was 
determined with S. enterica serovars Enteritidis and Typhimurium using whole-genome 
Salmonella microarrays . As well as impacting the expression of genes involved in 
lipopolysaccharide (LPS ) core and O- antigen synthesis, the loss of RfaH results in 
a marked down- regulation of SPI-4 genes, the f lagellum/chemotaxis system, and type 
III secretion system 1. However, a proportion of these effects could have been the 
indirect consequence of the altered expression of genes required for LPS 
biosynthesis. Direct and indirect effects of the rfaH mutation were dissociated by 
genome-wide transcriptional profiling of a structural deep-rough LPS mutant (waaG) . 
The authors show that truncation of LPS itself is responsible for the decreased 
intracellular yield observed for ArfaH strains. LPS mutants do not differ in 
replication ability; rather, they show increased susceptibility to antimicrobial 
peptides in the intracellular milieu. Evidence that deletion of rfaH, as well as 
some other genes involved in LPS biosynthesis, results in enhanced invasion of 
various mammalian cells is shown. Exposure of common minor antigens in the absence 
of serovar-specif ic antigens might be responsible for the observed cross-reactive 
nature of the elicited immune response upon vaccination. Increased invasiveness of 
the Salmonella rfaH mutant into antigen-presenting cells, combined with increased 
intracellular killing and the potential for raising a cross- v 
response, renders the rfaH mutant an ideal vaccine candidate. OS. CITING REF COUNT: 
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.. response to infection has been recognized as a major 
.s of sepsis and multi-organ failure. Sepsis-associated 
dysfunction and damage are main determinants for the course of the disease. 
CpG-motif-containing DNA-sequences (CpG-ODN) were previously shown to confer 
protection in models of infection by stimulating both innate and specific immune 
responses. Herein, the authors studied the effect of CpG-ODN in lipopolysaccharide 
(LPS) -associated hepatotoxicity . Sprague Dawley rats pre-treated at day 6 with 
either CpG-ODN or inert DNA were challenged with E. coli LPS and subsequently 
studied for liver injury at 6 and 16 h using in vivo fluorescence microscopy and 
iaanunohistochesca. Western blot protein anal, served for assessment of expression of 
TLR4, TNF receptor-associated factor 6 (TRAF6), NFkB, and caspase-3 . To evaluate 
CpG-ODN effects during non-septic conditions, addnl. animals were solely exposed to 
CpG-ODN and studied after 1 and 6 days. CpG-ODN application induced marked hepatic 
microcirculatory deterioration and liver dysfunction at day 1, however, with almost 
complete recovery to normal at day 6. Interestingly, CpG-ODN pre-treatment 
decreased LPS -induced leukocyte-endothelial cell interaction, sinusoidal perfusion 
failure, and caspase-3-dependent apoptotic cell death. Although Kupffer cell 
phagocytic activity was not affected, CpG-ODN pre-treatment in LPS-challenged 
animals attenuated hepatic protein expression of TRAF6 and NFkB and increased TLR4 
by almost 100%. Thus, CpG-containing DNA-sequences induce early hepatic injury, 
but mediate long-term protection against LPS hepatotoxicity. The mechanism of 
protection is based on the induction of cross-tolerance, probably via inhibition of 
the downstream TRAF6-NFkB signaling pathway and upregulation of the TLR4 surface 
receptor. OS. CITING REF COUNT: 4 THERE ARE 4 CAPLUS RECORDS THAT CITE THIS 

RECORD 
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AB Innate immunity is a widespread and important defense against microbial 
attack, which in insects is thought to originate mainly in the fat body. Here we 
demonstrate that the fluid-transporting Malpighian (renal) tubule of Drosophila 
melanogaster constitutes an autonomous iitK&une- sen sing tissue utilizing the nitric 
oxide (NO) signaling pathway. Reverse transcriptase PCR (RT-PCR) shows that 
tubules express; those genes encoding components of the Imd pathway. Furthermore, 
isolated tubules bind and respond to lipopolysaccharide ( LPS) , by npregulacing 
anti-microbial peptide (diptericin) gene expression and increased bacterial 
killing. Excised, LPS-challenged tubules, as well as tubules from LPS-infected 
flies, display increased NO synthase (NOS) activity upon ismune challenge. 
Ta: : a Drosophila NOS (dNOS) transgene to only principal cells 

of the tubule main segment using the GAL4/UAS system increases diptericin 
expression . In live flies, such targeted over- \ ession of dNOS to tubule 
principal cells confers increased survival of the whole animal upon E. ccli 
challenge. Thus, we describe a novel role of Malpighian tubules in iaunune sensing 
and insect survival. 
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AB Macrophages and dendritic cells (DCs) are antigen-presenting cells (APCs), 
and the direct involvement of both cell types in the immune response to Salmonella 
has been identified. In this study the authors analyzed the phenotypic and 
functional changes that take place in murine macrophages and DCs in response to 
live and heat-killed Sa Ecnelia enterica serovar Typhimurium. Both types of cell 
secreted proinflammatory cytokines and nitric oxide (NO) in response to live and 
heat-kill Bacterial stimulation also resulted in up-regulation of 

costimulatory mols. on macrophages and DCs. The expression of major 
histocompatibility complex (MHC) class II mols. by macrophages and DCs was 
differentially regulated by interferon (IFN)-y and salmonellae . Live and heat-killed 
- i !\ o i -11 as lipopolysaccharide ( LP S ) inhibited the up-rego 1 as. ion of MHC 

class II expression induced by IFN-y on macrophages but not on DCs. Macrophages as 
well as DCs presented Salmonella -derived antigen to CD4 T cells, although DCs were 
much more efficient than macrophages at stimulating CD4 T-cell cytokine release. 
Macrophages are effective in the uptake and killing of bacteria while DCs 
specialize in antigen presentation. This study showed that the viability of 
salmonella® was not essential for activation of APCs but, unlike live bacteria, 
prolonged contact with heat-killed bacteria was necessary to obtain maximal 
expression of the activation markers studied. 
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AB To investigate the role of NF-kB in endotoxic shock in rats, the shock was 

induced by i.v. infusion of E. coli lipopolysacchar ide (LPS). At 1 h, 2 h, 4 
h, and 6 h after LPS injection, the activation of NF-kB in blood mononuclear 
cells and the content of TNF-a and IL-6 in plasma were detected by enzyme- 
linked iaiisujino adsorbent assay (ELISA) . The level of mean arterial pressure 
(MAP) and the histopathol. changes of lung and liver were also observed The 
activation of NF-kB in mononuclear cells increased 1 h after LPS injection an 
reached its peak 2 h after the injection, and its level was higher than in th 
normal group. The level of TNF-a was increased 1 h after the infusion and 
peaked 2 h after the injection, and its level was higher than that of normal 
group after LPS infusion. The content of IL-6 increased gradually with time, 
and the IL-6 level was higher than in the normal group after LPS injection. 
MAP decreased gradually with time and its level was lower than in the normal 
group after LPS injection. Pathol, examination showed that endotoxic shock 
could cause pulmonary alveolar hemorrhage, edema, and infiltration of 
inflammatory cells into lung, and congestion, edema, capillary dilation, and 
inflammatory cell infiltration in liver tissue. Thus, NF-kB can up-regulate 
the expression of TNF-a and IL-6 in plasma and therefore plays an important 
role in endotoxin-induced shock in rats. 
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AB Mycobacterium avium paratuberculosis (M.a.p.) resides and replicates in 
macrophages. Many of the of -chanisms aiding M.a.p. survival in the host's 

cells are known. However, little is known about interactions of M.a.p. with 
dendritic cells (DC) . As DC are important for the induction of protective immunity 
against infectious diseases, we investigated the interaction of M.a.p. with these 
cells. Quant, real-time PCR (RT-PCR) was used to analyze differential expression of 
cytokine genes after 6 h and 24 h of incubation by immature DC that phagocytosed 
either M.a.p. or Escherichia coli (E . coli). We hypothesized that phagocytosis of 
E. coli would induce pro-inflammatory cytokines due to abundant presence of 
lipopolysaccharide (LPS) and that the cytokine expression profile induced by 
phagocytosis of live M.a.p. would differ. In addition we hypothesized that 
incubation of immature DC with rHsp70, an igen of M.a.p., would 

induce a similar profile of cytokine gene expression as phagocytosis of intact 
M.a.p. However, phagocytosis of both E, coli and M.a.p. resulted in a cytokine 
gene expression pattern representative of a (pro-) inflammatory reaction, dominated 
by strong induction of IL-12 gene expression, that was higher after 24 h than after 
6 h of incubation, although the response to M.a.p. was less vigorous than to E. 
coli. Incubation with rHsp70 resulted in a more inhibitory type of cytokine gene 
expression, with delayed IL-12 gene expression and " ■> ^n of the genes for 

IL-1(3 and IL-6 after 24 h of incubation. We conclude that bovine DC produce an 
iasmuno- s t imu 1 at or y , anti-mycobacterial response to infection with M.a.p., while 
Hsp70 potentially contributes to pathogen virulence by allowing the bacteria to 
invade the host cell. 
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AB A method of identifying a polynucleotide or pattern of polynucleotides 
regulated by one or more sepsis or inflammatory inducing agents and inhibited 
peptide is described. A method of identifying a pattern of polynucleotide 
expression for inhibition of an inflammatory or septic response. The method 
includes contacting human epithelial cells with LPS, LTA, CpG DNA and/or inta- 
microbe or microbial components in the presence or absence of a cationic pept 
detecting a pattern of polynucleotide expression for the cells in the presenc 
absence of the peptide, wherein the pattern in the presence of the peptide 
represents inhibition of an inflammatory or septic response. Also included , 
compds . and agents identified by the methods of the invention. In another a, 
the invention provides methods and compds. for enhancing innate immunity in , 
subject. OS. CITING REF COUNT: 7 THERE ARE 7 CAPLUS RECORDS THAT CITE 

RECORD 
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AB Early and accurate detection of acute cellular rejection (ACR) is important 
in the management of iivsr allograft recipients. We hypothesized that expression 
of allograft inflammatory factor (AIF)-l would be associated with liver allograft 
rejection as previous studies have shown that a relationship exists between kidney 
and heart transplantation. Indeed using rat orthotopic transplant models we found 
that the expression of allograft inflammatory factor-1 (AIF-1) can be detected in 
both allograft and peripheral blood leukocytes with peak levels detected 7 days 
following liver transplantation. Interestingly, AIF-1 expression increased 2-fold 
in acutely rejecting liver allografts compared to chronically accepted .livers on 
days 5, 7 and 10 after transplantation. AIF-1 expression in peripheral blood 
leukocytes was also significantly greater in the rejection model than in the 
acceptance model. Flow cytometric anal, of peripheral blood leukocytes 
demonstrated that AIF-1 was expressed in ED2-pos. cells, a marker for Kupffer 
cells. In vitro studies showed that AIF-1 expression in Kupffer cells was up- 
rregolated by coculture with Thl cytokines. However, neither LPS nor Escherichia 
colt (E, ooli) administration had an affect on AIF-1 expression. These data 
indicate that high levels of AIF-1 expression reflect aggressive liver allograft 
rejection and suggest a role for monitoring AIF-1 in peripheral blood leukocytes as 
a monitor for increased immunosuppression . OS. CITING REF COUNT: 7 THERE ARE 

7 CAPLUS RECORDS THAT CITE THIS RECORD 

(7 CITINGS) 
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AB Bacterial DNA acts as an alert signal for eukaryotic cells through 
issmunos t issuiat ory CpG motifs. These sequences have therapeutic properties 
promoting protective immune TH1 responses and are recognized by a membrane protein 
belonging to the Toll-like receptor (TLR) family, named TLR-9 . The aim of this 
study was to test the capability of murine hepatocytes to sense bacterial DNA and 
to develop antibacterial mechanisms against Salmonella typhimurium. The authors 
show that hepatocyte cell lines and mRNA exts. from murine liver constitutively 
express TLR-9, which is down- regulated by .LPS and the mix of IFNy, IL-10 and LPS. 
Also, the authors have found that hepatocyte cell lines can sense the presence of 
bacterial DNA and respond to it by increasing the pool of intracellular peroxides. 
This results in inhibition of intracellular growth of S. typhimurium when infected 
cells were incubated in the presence of CpG synthetic oligonucleotides (CpG-ODN) . 
Sxpre ( n of hepatocyte Mn-SOD is also induced by stimulation with CpG- 
oligodeoxynucleotides , LPS, and the mix of IFNy, IL-ip and LPS. These results 
reinforce the prominent role of hepatocytes as a microbial product-responsive cell 
and the capabilities of CpG-ODN sequences as potent inducers of the innate iinmune 
response through the activation of a broad range of cell types. 
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AB Features of the Thl or Th2 phenotype start to develop during CD4 T cell 

priming, when dendritic cells (DC) present antigen to T cells. Divergent 
polarization of mouse Th responses to the same protein is exemplified by 
responses to the bacterial flagellar protein, FliC. This is strictly Th2 
following nmimiz&i s with soluble, recombinant (r) FliC or isolated 
bacterial flagellae. Conversely, when presented in its native context as 
flagellated live Salmonella a Thl response is induced. The polarization of a 
native - non-transgenic - anti-FliC response is shown in situ by the way 
primed CD4 T cells induce class switching in FliC-specif ic B cells. The 
presence of FliC-specif ic plasma cells producing IgG2a (IgG2c in C57B1/6 mice) 
reflects Thl activity, while switching to IgGl indicates Th2 activity. Thus 
soluble rFliC and polymerized FliC isolated from the surface of Salmonella 
predominantly induce IgGl switching. Conversely, against FliC surface-bound 
to live, flagellated Salmonella, Thl-ref lecting IgG2c is predominantly 

anosti 



induced. Thus the intrinsic, innate 
mol. are insufficient to drive a Thl 
is shown, like LPS, to be a pot 
By contrast LPS, but not rFliC 
B cells. 
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LANGUAGE : English 

AB CD14 is important in the clearance of bacterial pathogens from lungs. 
However, the mechanisms that \- ^ * ■> of membrane CD14 (mCD14) on 

alveolar macrophages (AM) have not been studied in detail. This study examines the 
'v - * of mCD14 on AM exposed to Escherichia coli in vivo and in vitro, and 

explores the consequences of changes in mCD14 express.*: lor- , Tli- e>:pxe.r • Lots of mCD14 
was decreased on AM exposed to E. coli in vivo and AM incubated with 
lipopolysaccharide (LPS ) or E. coli in vitro. Polymyxin B abolished LPS effects, 
but only partially blocked the effects of E . coli. Blockade of extracellular 
signal- kina - i 1H1 i_ and - 20 ■.-induced decrease in 

Inhibition of proteases abrogated the LPS-induced decrease in 
rnCD14 ;l the release of sCD14 into the supernatants , but did not 

affect the response to E . coli. The production of tumor necrosis factor-a in 
response to a second challenge with Staphylococcus aureus or zymosan was decreased 
in AM after incubation with E. coli but not LPS, These studies show that distinct 
mechanisms requlate the expression of mCD14 and the induction of endotoxin 
tolerance in AM, and suggest that AM function is impaired at sites of bacterial 
infection. OS. CITING REF COUNT: 14 THERE ARE 14 CAPLUS RECORDS THAT CITE 

THIS 

RECORD (14 CITINGS) 

REFERENCE COUNT: 46 THERE ARE 46 CITED REFERENCES AVAILABLE FOR THIS 
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s an adipocyte-derived hormone that has been implicated recently 
f inflammation in xssssranocyt.es, and in lipid metabolism and 
in liver, skeletal muscle and adipocytes. However, information 



PUBLISHER: 
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AB Adiponectin 
in the regulation 
glucose homeostasi 

in non-rodent models is limited. We have cloned and sequenced the porcine 
adiponectin open reading frame and evaluated the regulation of adiponectin in vivo 
following lipopolysaccharide (LPS) or E , coli administration. The porcine sequence 
shares approx. 88, 86, 85 and 83% homol. with the dog, human, cow and mouse 
adiponectin resp., and 79-83% similarity with dog, human, cow and mouse proteins at 
the amino acid level, based on the translated porcine sequence and GenBank 
submissions for the other species. Relative serum adiponectin concns. were not 
altered in pigs infused with E, coli, and mRNA ss.xpresjsj.ion in adipose tissue was not 
responsive to LPS. However, anal, of serum from very lean vs. a substantially 
fatter genotype of pig indicated that relative circulating adiponectin concns. are 
higher (P<0-01) in the lean pigs than in the fatter genotype, and that the 
difference is established relatively early in the growth curve. Also, incubating 
pig adipocytes for 6 h with recombinant pig adiponectin resulted in an approx. 30% 
reduction (P<0-05) in lipogenesis compared with adipocytes under basal conditions 
and with those incubated in the presence of insulin. This is the first report in 
any species that adiponectin antagonizes the incorporation of glucose carbon into 
lipid in the adipocyte, and provides addnl. evidence that adiponectin acts as an 
autocrine regulatory factor to regulate energy metabolism 
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AB Bacteria colonizing tooth surfaces are essential in the induction of an 
inflammatory response in the periodontal tissues, but do not cause periodontitis in 
everyone, implicating difference,:; in the hoct ; ; „TvtsutJ«s lecponse. These possible 
differences were studied using lipopolysacchar ide (LPS ) -stimulated whole blood cell 
cultures (WBCC) , which revealed a do n ■ ^ > of monocyte der:tvod interleukin- 

12 (IL-12p70) in untreated periodontitis patients and an up regulation after 
therapy. IL-12p70 is a crucial factor in the differentiation of Thl cell 
responses. Since CC chemokines are able to influence the T cell differentiation 
via cytokine secretion in antigen-presenting cells, the production of CC chemokines 
in periodontitis was evaluated. Therefore WBCC were stimulated with LPS from 
Escherichia coli for 18 h and the levels of IL-12p70 and CC chemokines were 
measured in the supernatants by ELISA. Untreated periodontitis patients released 2 
fold more RANTES (regulated on activation normal T cell express* and secreted) (P 
= 0-01) and lower levels of IL-12p70 in comparison to controls (P < 0-05). A trend 
towards higher levels of macrophage chemoattractant protein-1 (MCP-1) (P = 0-07) 
was also seen in untreated periodontitis patients; while similar levels of monocyte 
derived chemokine (MDC) and macrophage inflammatory proteins-la and -1(3 (MlP-la and 
-1(3) were found. After periodontal therapy no changes were seen with regard to MDC, 
MlP-la, MIP-ip and RANTES, whereas the MCP-1 levels decreased (P < 0-05) and the IL- 
12p70 levels strongly increased (P < 0-01). The data showed a consistent inverse 
correlation between the levels of MCP-1 and IL-12p70, and their proportional 
changes after therapy correlated with the clin. inflammatory response after 
therapy. This indicates that the disease state regulates the release of IL-12p70 
and MCP-1 in E . coli LPS-stimulated WBCC. In contrast, the persistent augmented 
levels of RANTES after therapy are suggestive for an intrinsic behavior. 
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AB Two common pathogens known to cause bone infection, Salmonella and 
Staphylococcus aureus, were investigated to determine their abilities to induce 
ch« cultured mouse and human osteoblasts. While these cells 

are responsible for bone formation, the authors were surprised to find that they 
could respond to bacterial infection by upregulat ing expression of the chemokine 



CXCL10 (IP-10). However, there were significant differences in the abilities of 
the gram-neg. bacterium Salmonella and the gram-pos. bacterium S. aureus to induce 
expression of CXCL10. Reverse transcription-PCR and ELISA analyses showed high 
levels of m .^.-induced CXCL10 mRNA and protein expression, resp., whereas the 

osteoblast response to S. aureus was significantly less. Consistent with these 
findings, Salmonella- dexived 1 ipopolysacchar ide (LPS), but not S. aureus- derived 
peptidoglycan, could induce expression of CXCL10. An antibody against Toll-like 
receptor 4 (TLR4) could block the LPS-induced CXCL10 production, demonstrating the 
functional expression of TLR4 by osteoblasts. Despite the inducible nature of TLR2 



mRNA expression by bacterium-infected osteoblasts, peptidoglycan failed to 
stimulate CXCL10 secretion. Es ^ Luoresceni staining of bacterium-infected 
calvaria (i.e., skull bone) demonstrated the presence of CXCL10 in osteoblasts. 
The fact that osteoblasts did not express CXCR3 mRNA, whereas T lymphocytes can 
express high levels of this receptor, suggests that osteoblast-derived CXCL10 may 
recruit T lymphocytes to the sites of bone infections. 
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AB Phosphomannose 
mannose-6-P (Man-6-P), linking energy metabolism to protein glycosylation . The 
authors have cloned the mouse Mpi cDNA, analyzed its genomic organization, and 
studied the expression in different tissues. The Mpi gene has eight exons covering 
7.2 kb. The structure and intron-exon boundaries are essentially the same as its 
human ortholog with 85% amino acid identity. Mpi is alternatively spliced at the 
3' end, resulting in three messages with different 3 1 -untranslated regions. Mpi 
expression is regulated at both the transcription and translation levels, with the 
highest expression level in testis. Rabbit antibodies prepared against mouse PMI 
expressed in E, ooli recognize a single 47-kDa band. Xsasunohistochem. of mouse 
tissues shows general cytosolic staining in all cells. In testis, staining is 
intense in round spermatids and residual bodies, moderate in pachytene 
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spermatocytes, and weak in spermatogonia and spermatozoa. In contrast, northern 
blot anal, shows comparable transcripts of 1.8 and 1.6 kb in pachytene 
spermatocytes and round spermatids, suggesting delayed translation of PMI . The 
stage-specific expression of PMI in testis may be important for KDN synthesis, 
which requires Man-6-P, or it may be needed to ensure sufficient glycosylation 
precursors in cells that do not utilize glucose and instead rely on lactate and 
pyruvate. OS. CITING REF COUNT: 7 THERE ARE 7 CAPLUS RECORDS THAT CITE THIS 

RECORD 

(7 CITINGS) 
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AB Besides its role as a barrier against potential pathogens, intestinal flora 
is presumed to protect the host by priming the Immunol . defense mechanisms. In 
this respect, the influence of intestinal flora on macrophage precursors was 
examined, and its modulating effect was compared on LFS-induced cytokine production 
by macrophages derived from bone marrow and spleen precursors (BMDM and SDM resp.) . 
The regulation of IL-1, IL-6, TNF-a and IL-12 production in macrophages from germ- 
free and from three groups of flora-associated mice, conventional, conventionalized 
and B. ooli-mono-associated mice, was investigated. The whole flora inhibited IL- 
1, TNF-a and IL-12 secretion by BMDM, whereas it had a stimulatory effect on IL-12 
secretion by SDM. Implantation of E . coli alone enhanced cytokine secretion by 
BMDM but had a more limited effect than whole flora on SDM, enhancing only TNF-a 
and IL-12 secretion. Study of expression of mRNA showed a correlation with protein 
secretion for IL-6 but not for TNF-a and IL-1. IL-12 enhancement in BMDM seemed to 
be dependent while it was correlated to 

increased p40 mRNA expression in SDM. The results demonstrated that intestinal 
flora modulated bone marrow and spleen macrophage cytokine production in a 
differential manner and suggested a role for bacteria other than E. coli among the 
whole flora. The contrasting effects exerted by the intestinal flora on bone 
marrow and spleen precursors are an interesting observation in view of the 
different functions of these organs in issaunity . The finding that intestinal flora 
enhanced IL-12 production in spleen is also potentially important since this 
cytokine is implicated in the determination of the relative levels of Thl and Th2 
responses and plays a pivotal role in host defense against intracellular 
microorganisms. OS. CITING REF COUNT: 14 THERE ARE 14 CAPLUS RECORDS THAT 

CITE THIS 

RECORD (14 CITINGS) 
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Chinese journal of biotechnology, (19.97) Vol. 13, 
No. 1, pp. 43-50. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199711 

Entered STN: 24 Dec 1997 
Last Updated on STN: 24 Dec 1997 
Entered Medline: 7 Nov 1997 
The genes encoding V. cholera CT-B and LPS-0 antigens were simultaneously 
inserted into the vector plasmid pYA248. The resulting recombinant plasmid 
pMG306 was transformed into the delta cya delta crp delta asd attenuated S. 
typhimurium vaccine strain x4072, and the live vaccine strain x4072 (pMG306) 
was constructed. This vaccine strain could secrete a specific CT-B antigen. 
Meanwhile, LPS-0 antigen of both V. cholera and S. typhimurium were expressed 
on the cell surface. Mouse intraperitoneal immunization and subsequent 
challenge trial indicated that x4072 (pMG306) provided good protection against 
virulent V. cholera. This study has laid the foundation for the development 
of a new cholera-typhoid bivalent live oral vaccine. 
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Lipopolysaccharides of Escherichia coli K12 strains that 



express cloned genes for the Ogawa and Inaba 
antigens of Vibrio cholerae 01: identification of O 
-antigenic factors. 

Hisatsune K; Kondo S ; Iguchi T; Ito T; Hiramatsu K 
Department of Microbiology, School of Pharmaceutical 
Sciences, Josai University, Saitama, Japan. 
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Entered Medline: 27 Feb 1997 
Structural and serological studies were performed with the lipopolysaccharide 
(LPS) expressed by Escherichia coli K12 strains Number 3 0 and Number 64, into 
which cosmid clones derived from Vibrio cholerae 01 NIH 41 (Ogawa) and NIH 
35A3 (Inaba) had been introduced, respectively. The two recombinant strains, 
Number 30 (Ogawa) and Number 64 (Inaba), produced LPS that included, in 
common, the O-polysaccharide chain composed of an alpha (1 — >2) -linked N-(3- 
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deoxy-L-glycero-tetronyl ) -D-perosamine (4-amino-4, 6-dideoxy-D-manno-pyranose ) 
homopolymer attached to the core oligosaccharide of the LPS of E, aol± K12. 
Structural analysis revealed the presence of N- ( 3-deoxy-L-glycero-tetronyl ) -2- 
O-methyl-D-perosamine at the non-reducing terminus of the O-polysaccharide 
chain of LPS from Number 30 (Ogawa) but not from Number 64 (Inaba) . 
Serological analysis revealed that Number 30 (Ogawa) and Number 64 (Inaba) LPS 
were found to share the group antigen factor A of V. cholerae 01. They were 
distinguished by presence of the Ogawa antigen factor B [co-existing with 
relatively small amounts of the Inaba antigen factor (c) ] in the former LPS 
and the Inaba antigen factor C in the latter LPS. It appears, therefore, that 
Number 30 (Ogawa) and Number 64 (Inaba) have O- antigenic structures that are 
fully consistent with the AB(c) structure for the Ogawa and the AC structure 
for the Inaba O-forms of V. cholerae 01, respectively. Thus, the present 
study clearly confirmed our previous finding that the Ogawa antigenic factor B 
is substantially related to the 2-O-methyl group at the non-reducing terminus 
of the alpha (1 — >2) -linked N- ( 3-deoxy-L-glycero-tetronyl ) -D-perosamine 
homopolymer that forms the O-polysaccharide chain of LPS of V. cholerae 01 
(Ogawa) . 
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3703-7 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Tli- exp] ion of proenkephalin A (PEA), a neuropeptide-encoding gene, was 
examined in normal rat lymphocytes. With the use of Northern blot hybridization 
anal, of total RNA, PEA mRNA was found in normal cells derived from spleen, lymph 
nodes, and bone marrow. Cell sorting of the 2 main fractions of B and T cells 
derived from the spleen revealed that PEA is expressed in normal B cells (slg+) . 
The expression of PEA mRNA was markedly enhanced after a short incubation (3 h) of 
cells with LPS or Salxaonells typhimurium. This was not the case when these cells 
were incubated with Con A during the same period of time; whereas, in thymocytes 
the presence of PEA mRNA was exclusively dependent upon mitogenic stimulus (Con A) 
and could be detected after 24 h of in vitro incubation. Exts. of cells were also 
found to contain immune reactive enkephalins, indicating that the PEA mRNA is 
translated. These results support the concept that neuropeptides, such as 
enkephalins, have a role in the modulation of the istatune response and may 
participate in the bidirectional communication between the nervous and iKS&nne 
systems. OS. CITING REF COUNT: 29 THERE ARE 29 CAPLUS RECORDS THAT CITE THIS 

RECORD (29 CITINGS) 
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Regulation of MHC expression in 

vivo. Bacterial lipopolysaccharide induces class I 
and II MHC products in mouse tissues by a T 
cell-independent, cyclosporine-sensitive mechanism 
Jephthah-Ochola, Jessica; Urmson, Joan; Farkas, Susa 
Halloran, Philip F. 
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CORPORATE SOURCE: Div. Nephrol. Immunol., Univ. Alberta, Edmonton, AB, 

T6G 2R8, Can. 

SOURCE: Journal of Immunology (1988), 141(3), 

792-800 

CODEN: JOIMA3; ISSN: 0022-1767 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The effect of injections of bacterial LPS on the expression of class I and II 
products of the MHC in mouse tissues was investigated. In mice given two i.p. 
injections of LPS from Escherichia coli or Salmonella minnesota, there were 
increases in class I and II MHC products in kidney, liver, heart, lung, and 
pancreas. Focusing on the changes in kidney, it was demonstrated that the increase 
in occurred in tubules and, in the case of class I, in glomeruli. 

.LPS treatment also increased the deposition of Ig in glomeruli. Time course 
studies indicated that increased class I expression could be induced by a single 
LPS injection, whereas class II induction required a second injection. The 
induction was influenced by the LPS sensitivity of the mouse strain, being much 
greater in LPS-sensitive C3H/HeSn mice than in LPS-resistant C3H/HeJ mice. T cells 
were not required. Nevertheless, the effect of LPS was inhibitable by cyclosporine 
and by a mAb against interferon-y (IFN-y) indicating that IFN-y was required for the 
MHC induction. OS. CITING REF COUNT: 22 THERE ARE 22 CAPLUS RECORDS THAT CITE 

THIS 

RECORD (22 CITINGS) 
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